AMENDMENTS TO THE CLAIMS 



— " 1 . (Canceled) 

2. (Currently amended) The composition of claim 1 Claim 33. wherein the 
hydrophilic component is select e d from th e group consisting of at least one of a hydrophilic 
groups group, er a hydrophilic polymer, further comprising or a hydrophilic therapeutic, 
diagnostic^ or prophylactic agent to b e d e liv e r e d to a cell or c e ll organ e ll e. 

3. (Currently amended) The composition of claim 2 Claim 34, wherein the 
therapeutic, diagnostic, or prophylactic agent is s e l e ct e d from th e group consisting of at least one 
of a prot e ins protein , p e ptid e s peptide , nucleotide mol e cul e s molecule , saccharid e s saccharide, 
polysaccharid e s polysaccharide, small organic mol e cul e s molecule , and or combinations 
combination thereof 

4. (Currently amended) The composition of claim 1 Claim 2, wherein the 
hydrophobic polymer is sel e ct e d from th e group consisting of at least one of a synthetic vinyl- 
type hydrophobic polym e rs polymer and th e ir hydrophilic d e rivativ e s that b e com e hydrophobic 
at the pH of th e e ndosom e, and a non-vinyl or naturally d e riv e d polym e rs naturally derived 
polymer and th e ir hydrophilic d e rivativ e s that b e com e hydrophobic at th e pH of th e endosom e, a 
membrane disruptive p e ptid e s peptide, and or a phospholipid bilayer disrupting ag e nts agent r-and 
polym e rs that b e com e hydrophobic upon e xposur e to a stimulus oth e r than pH . 

5. (Canceled) 

6. (Currently amended) The composition of claim 1 Claim 2, wherein the 
hydrophilic groups group ar e select e d from th e group consisting of is at least one of a 
hydroxyacids hydroxyacid , amin e s amine, thiols thiol, carboxyl groups group , amino acids acid , 
and or small mol e cules molecule comprising one of these groups. 

7. (Canceled) 
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8. (Currently amended) The composition of claim 1 Claim 33. wherein the 
pH-sensitive linkage is s e lected jfrom th e group consisting of at least one of an ac e tals acetaL 
ortho e st e rs orthoester , cis-aconityl groups group , carboxylic acid hydrazon e s hvdrazone . 
phosphamid e s phosphamide, e sters ester, Schiff bas e s base , vinyl e th e rs ether , dithioacetals 
dithioacetaU tert butyl e sters ester , carbamat es carbamate , ur e than e s urethane . anhydrid e s 
anhydride , polysaccharid e s polysaccharide , amid e s amide , e st e rs, thioureas thiourea , ureas urea , 
thio e st e rs thioester . sulfonamid e s sulfonamide , pho s phoroamidat e s phosphoroamidate, and or 
amine N oxid e s N-oxide , 

9. (Currently amended) The composition of claim 2 Claim 34. wherein the 
therapeutic, diagnostic, or prophylactic agent to b e d e liv e r e d is coupled to either the hydrophilic 
or the m e mbran e disruptiv e hydrophobic component by a degradable or disruptable linkage. 

10. (Currently amended) The composition of claim 9 Claim 9. wherein the 
linkage is degradable upon exposure to a change in pH. 

1 1 . (Currently amended) The composition of claim 10 Claim 10. wherein the 
pH-sensitive linkage is s e l e ct e d from the group consisting of at least one of an ac e tals acetal . 
ortho e st e rs orthoester . cis-aconityl groups group , carboxylic acid hydrazon e s hydrazone . 
phosphamid e s phosphamide . e st e rs ester . Schiff bas e s base , vinyl eth e rs ether, dithioacetals 
dithioacetaU tert butyl esters ester , carbamat e s carbamate , ur e than e s urethane . anhydrid e s 
anhydride , polysaccharides polysaccharide , amid e s amide , e sters, thioureas thiourea, urea s urea , 
thio e st e rs thioester . sulfonamid e s sulfonamide , phosphoroamidat e s phosphoroamidate , and or 
amine N oxid e s N-oxide . 

12. (Canceled) 
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13. (Currently amended) The composition of claim 1 Claim 33. wherein the 
conjugat e composition further comprises a ligand , wherein the ligand specifically binding binds 
to a target molecule. 

14. (Currently amended) The composition of claim 2 Claim 34, wherein the 
therapeutic, diagnostic, or prophylactic agent to b e d e liv e r e d is complexed to a polym e ric 
component of the conjugate. 

15. (Currently amended) The composition of claim 1 Claim 33. wh e r e in th e 
hydrophilic compon e nt is linlc e d to th e m e mbran e disruptiv e compon e nt by a pH s e nsitiv e 
linlcag e , wherein the pH sensitive linkage is stabl e at a pH betw ee n 6. 8 and 8 and disrupt e d at a 
pH l e ss than 6.5, and th e linkag e will hydrolyz e hvdrolyzed v^thin about 30 to 60 minutes at a 
pH between 5.0 and 5,5. 

16. (Currently amended) The composition of claim 1 Claim 33 further 
comprising a pharmaceutically acceptable carrier for delivery of the conjugate to a cell or 
organelle. 

17. (Currently amended) The composition of claim 16 Claim 16. wherein the 
carrier is s e l e ct e d fi'om th e group consisting of at least one of a carri e rs carrier for systemic, 
local, or topical delivery of the conjugate. 

18. (Currently amended) The composition of claim 1 Claim 33 further 
comprising a composition an agent enhancing membrane penetration. 

19. (Currently amended) The composition of claim 2 Claim 34 . wherein the 
therapeutic, diagnostic, or prophylactic agent to be deliv e r e d is a nucl e otid e mol e cul e s e lect e d 
from th e group consisting of at least one of an antisense nucleotide , ribozym e s ribozyme . 
ribozyme guide s e qu e nc e s sequence , triplex forming oligonucl e otid e s oligonucleotide , and or 
g^iesgene. 
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20-32. (Withdrawn) 

33. (New) A composition for enhancing transport through a cellular 
membrane, comprising a hydrophilic conjugate having a hydrophobic component linked to a 
hydrophilic component by a pH-sensitive linkage, wherein the pH-sensitive linkage is stable at a 
pH between 6.8 and 8 and hydrolyzed at a pH less than 6.5 to release the hydrophobic 
component, and wherein the hydrophobic component is membrane-disruptive and allows 
enhanced transport through a cellular membrane only when released from the hydrophilic 
conjugate. 

34. (New) The composition of Claim 33 further comprising a therapeutic, 
diagnostic, or prophylactic agent. 

35. (New) The composition of Claim 33, wherein the hydrophobic component 
comprises a synthetic polymer. 

36. (New) The composition of Claim 33, wherein the hydrophilic component 
comprises a polyalkylene oxide. 

37. (New) The composition of Claim 33, wherein the pH-sensitive linkage 
comprises at least one of a acetal, orthoester, cis-aconityl group, carboxylic acid hydrazone, 
phosphamide, ester, Schiflf base, vinyl ether, dithioacetal, tert butyl ester, carbamate, urethane, 
anhydride, polysaccharide, amide, thiourea, urea, thioester, sulfonamide, phosphoroamidate, or 
amine N-oxide. 
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